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TITLE: Cyclosporins for the treatment of respiratory diseases 

INVENTOR (S) : Or, Yat Sun, Cambridge, MA, UNITED STATES 

Lazarova, Tsvetelina, Brookline, MA, UNITED STATES 



NUMBER KIND DATE 



PATENT INFORMATION: 

APPLICATION INFO. : 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



20021003 
20010305 (9) 



US 2002142946 Al 
US 2001-800856 Al 
Utility 
APPLICATION 

SANDHYA L. KALKUNTE, ENANTA PHARMACEUTICALS, INC., 500 
ARSENAL STREET, WATERTOWN, MA, 02472 
11 
1 

945 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel semisynthetic cyclosporin 

analogs of Formula (I) : ##STR1## 

X is absent, — C1-C6 alkyl-, or — C3-C6 cycloalkyl- 
Y is selected from the group consisting of: 

(i) C(O) — O — Rl, where Rl is hydrogen, C1-C6 alkyl, optionally 
substituted with halogen, heterocyclic, aryl, C1-C6 alkoxy, C1-C6 
alkylthio, halogen-substituted C1-C6 alkoxy, or halogen-substituted 
C1-C6 alkylthio; 

(ii) C(0)--S--R1, where Rl is as previously defined; 

(iii) C(O) — OCH.sub.2 — OC(0)R2, where R2 is C1-C6 alkyl, optionally 
substituted with halogen, C1-C6 alkoxy; C1-C6 alkylthio, heterocyclic or 
aryl; 

(iv) C(S)--0 — Rl, where Rl is as previously defined, and 

(v) C(S) — S — Rl, where Rl is as previously defined; 

B is -. alpha .Abu-, -Val-, -Thr- or -Nva-; and 

U is - (D) Ala-, -(D)Ser-, — [O— ( 2-hydroxyethyl ) ( D) Ser] -, 
— [O-acyl (D) Ser] - or — [0 — ( 2-acyloxyethyl ) (D) Ser ] - . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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INVENTOR (S) : 
PATENT ASSIGNEE (S) 



2001 : 125730 US PAT FULL 

Non-Imuunosuppressive cyclosporins and their use in the 
prevention and treatment of HIV infection 
Rich, Daniel H., Madison, WI, United States 
Solomon, Michael E., Arlington, MA, United States 
Wisconsin Alumni Research Foundation, Madison, WI, 
United States (U.S. corporation) 



NUMBER 



PATENT INFORMATION: 
APPLICATION INFO. : 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 



US 6270957 

WO 9910373 

US 1999-242723 

WO 1998-US17542 



NUMBER 



KIND 
Bl 



DATE 



20010807 
19990304 
19990222 
19980825 
19990222 



(9) 



PCT 371 date 



19990222 PCT 102(e) date 
DATE 



US 1997-57751P 19970826 (60) 

Utility 

GRANTED 

Park, Hankyel T. 

Leone, Esq., Joseph T.DeWitt Ross & Stevens S.C. 
31 



EXEMPLARY CLAIM: 1 

NUMBER OF DRAWINGS: 4 Drawing Figure (s) 

LINE COUNT: 2601 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB 



4 Drawing Page(s) 



Disclosed are cyclosporin analogs having amino acid 
residue substitutions at positions 1, 3, or 7 of the cyclosporin 
peptide backbone. Also disclosed are conjugates of these 
cyclosporin analogs in which an HIV protease inhibitor 
moiety is conjugated to the position-7 amino acid residue of the 
cyclosporin. These compounds simultaneously bind to and inhibit 
cyclophilin and HIV protease. The compounds have good bioavailability 
and potent HIV inhibitory activity. They are useful in the treatment and 
prevention of HIV-mediated disorders, including AIDS. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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DATE 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



US 1997-57751P 19970826 (60) 

Utility 

GRANTED 

Carlson, Karen Cochrane 
Tu, Stephen 

Leone, Esq., Joseph T.Dewitt Ross & Stevens S.C. 

13 

1 

2215 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are conjugates of A. beta . -binding peptides and CsA analogs and 

conjugates of A. beta . -binding peptides and FK506 Binding Peptide 
inhibitors. These conjugates chemically induce dimerization of either 
cyclophilin or FK506 Binding Peptide with A. beta, peptide, a major 
component of amyloid plaques found in neurological disorders such as 
Alzheimer's disease, multiple sclerosis, and amyotrophic lateral 
sclerosis. The conjugates are useful in the treatment of neurological 
diseases involving the formation of amyloid plaques because they inhibit 
and/or prevent the aggregation and deposition of A. beta, peptide into 
plaques . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Screening methods for the identification of anti-HIV 

compounds employing a cyclosporine-specif ic monoclonal 

antibody that cross-reacts with HIV-1 p24 

Erlanger, Bernard F., Whitestone, NY, United States 

Chen, Bi-Xing, New York, NY, United States 

The Trustees of Columbia University in the City of New 



York, New York, NY, United States (U.S. corporation) 
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WO 1996-US2129 
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20010123 
19960822 
19980108 
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19980108 
19980108 



(8) 



PCT 371 date 
PCT 102(e) date 
US 1995-390133, filed on 17 
Pat. No. US 5604092 



Continuation of Ser. No 
Feb 1995, now patented, 
Utility 
Granted 

Scheiner, Laurie 
Parkin, Jeffrey S. 
White, John P.Cooper 
6 
1 

11 Drawing Figure (s) 
1749 

INDEXING IS AVAILABLE FOR THIS PATENT. 

The subject invention provides new uses for novel derivatives of 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



& Dunham LLP 



14 Drawing Page(s) 



cyclosporine A and antibodies directed thereto. Specifically, the 
derivatives and antibodies are useful in methods of treating AIDS, 
methods of purifying the Gag protein of HIV, methods of screening for 
anti-HIV compounds, and methods for detecting HIV in a subject. The 
derivatives and antibodies can also be incorporated into a kit useful 
for screening for anti-HIV compounds. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Pharmaceutical compositions comprising cyclosporins 
Hauer, Birgit, Lahr, Germany, Federal Republic of 
Meinzer, Armin, Freiburg, Germany, Federal Republic of 
Posanski, Ulrich, Freiburg, Germany, Federal Republic 
of 

Richter, Friedrich, Schonbuhl-Urtenen, Switzerland 
Novartis G, Basel, Switzerland (non-U. S. corporation) 



NUMBER 



KIND 



DATE 



US 59 
US 19 
Divis 
1995, 
conti 
Jun 1 
US 19 
Pat 
US 19 
which 
filed 



62017 
98-24521 

ion of Ser. No. US 
now patented, Pat. 
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1995-430770, filed on 27 Apr 
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US 1994-259951, filed on 15 
994, now abandoned which is a division of Ser. No 
92-990734, filed on 15 Dec 1992, now patented, 
No. US 5342625 which is a continuation of Ser. No 
91-680211, filed on 4 Apr 1991, now abandoned 
is a continuation of Ser. No. US 1989-406656, 
on 19 Sep 1989, now abandoned 



NUMBER 



DATE 



GB 1988-21754 19880916 
GB 1989-2900 19890209 
GB 1989-2903 19890209 
Utility 
Granted 

Kishore, Gollamudi S. 
Mathias, Maria J . 



NUMBER OF CLAIMS: 198 
EXEMPLARY CLAIM: 1 

NUMBER OF DRAWINGS: 4 Drawing Figure(s); 4 Drawing Page(s) 

LINE COUNT: 2736 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Pharmaceutical compositions- comprising a cyclosporin, e.g. Ciclosporin 

or [Nva].sup.2 -Ciclosporin, in "microemulsion pre-concentrate" and 
microemulsion form. The compositions typically comprise (1.1) a 
C. sub. 1-5 alkyl or tetrahydrof urf uryl di- or partial-ether of a low 
molecular weight mono- or poly-oxy-alkane diol, e.g. Transcutol or 
Glycofurol, as hydrophilic component. Compositions are also provided 
comprising a cyclosporin and (1.1) and, suitably, also a saccharide 
monoester, e.g. raffinose or saccharose monolaurate. Dosage forms 
include topical formulations and, in particular, oral dosage forms. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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DATE 



US 5767069 19980616 

US 1995-427312 19950424 (8) 

Continuation of Ser. No. US 1994-232795, filed on 25 
Apr 1994, now abandoned which is a continuation of Ser. 
No. US 1993-57067, filed on 3 May 1993, now abandoned 
which is a continuation of Ser. No. US 1991-785959, 
filed on 31 Oct 1991, now abandoned 



NUMBER 



DATE 



PRIORITY INFORMATION: 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAI 
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GB 1990-23859 
GB 1990-23970 
GB 1990-23971 
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Mathias, Maria J., McGovern, Thomas 0. 
6 
1 

3 Drawing Figure (s); 3 Drawing Page(s) 
779 

LABLE FOR THIS PATENT. 

ressant cyclosporin derivatives having cyclophilin-binding 

example, the compound, [Melle] . sup . 4 -ciclosporin, are 
ibiting HIV-1 replication in treating AIDS and AIDS related 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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NUMBER 



DATE 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
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GB 1992-4466 

Utility 

Granted 

Tsang, Cecilia 

Marshall, S. G. 

Honor, Robert £ 

Thomas O. 

11 
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770 



19920302 



Kassenoff, Melvyn M. , McGovern, 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A cyclosporin of the formula ##STR1## wherein A is a residue of the 

formula ##STR2## wherein R is hydrogen, C. sub. 1-3 alkyl, C. sub. 1-3 
alkoxy or C. sub. 1-3 alkylthio; halo-substituted-C . sub . 1-3 alkyl, 
-C. sub. 1-3 alkoxy or -C. sub. 1-3 alkylthio; hydroxy-substituted-C . sub . 1-3 
alkyl, -C. sub. 2-3 alkoxy or -C. sub. 2-3 alkylthio; or amino or mono- or 
di- (C.sub. 1-2 alkyl) -amino, 

X is oxygen or sulphur, 

— x — y — is — CH.dbd.CH — (trans) or — CH.sub.2 — CH.sub.2 — , 

B is alpha .Abu-, -Val-, -Thr- or -Nva- and 

Q is -(D)Ala-; -(D)Ser-; - [O- (2-hydroxyethyl) (D) Ser] - ; or 
-[O-acyl (D) Ser] - or - [O- ( 2-acyloxy ethyl) (D) Ser] - 

in which the acyl residue is physiologically hydrolysable and 
acceptable, are useful in the topical treatment of asthma. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Budens, Robert D. 
Parkin, Jeffrey S. 
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19 Drawing Figure (s) 
1725 



14 Drawing Page(s) 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Monoclonal antibodies to cyclosporine A (CsA) , a potent 

immunosuppressant, were generated in Balb/c mice using a novel antigen 
prepared by linking CsA to a protein carrier via a photoactive 
cross-linking reagent, 4-benzoylbenzoic acid (BBa) . Twenty-two 
monoclonal anti-CsA antibodies were generated, using CsA-BBa-bovine 
serum albumin (CsA-BBa-BSA) as the immunogen. Epitope mapping studies 
were performed using a series of singly substituted CsA derivatives and 
an antibody was identified that recognizes N-methyl leucine residues 9 
and 10 of CsA. This antibody also cross-reacts with the HIV-1 Gag 
protein. A method for the detection of HIV-1 in patient samples 
employing this monoclonal antibody is disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Granted 

Russel, Jeffrey E. 
Honor, Robert S. 
Thomas O. 
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2011 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Cyclosporins wherein the residue at the 1-position (typically -MeBmt- 

-dihydro-MeBmt- ) is 3'0-acylated or 3'-oxo or -C. sub. 1-4 alkoxyimino 



NUMBER OF CLAIMS 
EXEMPLARY CLAIM: 
LINE COUNT: 



or 



substituted, or wherein the residue at the 2-position is .beta . -O-acyl 
or .beta.-oxo substituted, or wherein the residue at the 2-position is 
-lie-, or wherein the residue at the 11-position is -MeAls-, -Melle- or 
-Meallolle- as well as various naturally occurring cyclosporins/dihydro- 
derivatives thereof, are useful in reversing resistance to chemotherapy, 
in particular resistance to cytostatic or anti-neoplastic therapy. 
Various of these cyclosporins and intermediates for their production are 
novel. Intermediates wherein the residue (e.g. -MeBmt-, -dihydro-MeBmt- 
etc.) at the 1-position is 8'-alkoxy or 7 1 -desmethyl-7 1 -hydrocarbyl 
substituted are novel and useful as immunosuppressants, 
anti-inflammatory and anti-parasitic agents. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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11 Drawing Figure(s); 11 Drawing Page(s) 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

This invention provides a molecule comprising cyclosporine A 
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filed 



or a 



congener of cyclosporine A which is photochemically attached to a ligand 
containing a reactive group. This invention also provides a composition 
of matter which comprises a conjugate of a compound and the 
aforementioned molecule wherein the compound is bound to the molecule 
through the reactive group. This invention further provides an antibody 
directed to the aforementioned composition of matter specific for 
cyclosporine A or congener of cyclosporine A. This invention also 
provides methods for detecting the presence of cyclosporine A or 
congener thereof, methods for detecting the concentration of 
cyclosporine A or congener thereof, as well as a method of monitoring 
levels of cyclosporine A or congener of cyclosporine A in a subject. 
Finally, this invention provides a method of reducing the amount of 
endogenous immunoregulatory substances, a method of testing the 
potential of a pharmalogical agent as an immunoactive agent, as well as 
a method of testing a pharmalogical agent for immunosuppressive 
activity . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Cyclosporin analogs containing a MeAla or MeAbu 

residue at the 6-position of the cyclic undecapeptide have been 
discovered to sensitize multidrug resistant cells to certain 
chemotherapeutic agents. These cyclosporin analogs 
have also been shown to increase the sensitivity of cells already 
susceptible to the chemotherapeutic agents. In addition, these 
cyclosporin A analogs lack the nephrotoxic and 
immunosuppressive activity of cyclosporin A. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

New immunosuppressive cyclosporin analogs are 
disclosed consisting of [dehydro-Ala ] . sup . 8 cyclosporins and 
derived therefrom cyclosporins having a sulfur containing 
amino acid at position-8. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

New immunosuppressive cyclosporin analogs are 
disclosed consisting of [dehydro-Ala] . sup . 8 cyclosporins and 
derived therefrom cyclosporins having a sulfur containing 
amino acid at position-8. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Cyclic peptolides having the structure of a cyclosporin in which one 
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amide linkage is replaced by an ester linkage are obtained by 
fermentation of fungal strains of the genus Cylindrotrichum Bonorden, or 
by cyclization of a hydroxy-undecapeptide . The cyclic peptolides have 
immunosuppressive, anti-inflammatory and anti-parasitic properties. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB New cyclosporin analogs with modified "C-9 amino 

acids" have been made and are found to be effective immunosuppressive 

agents . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB New cyclosporin analogs with modified "C-9 amino 

acids" have been made and are found to be effective immunosuppressive 

agents . 
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-dihydro-MeBmt- and 



PATENT. 

II ##STR1## in which X 



is -MeBmt- or 



Y is -. alpha. Abu- 



-Thr-, -Val- or -Nva-, 



wherein the residue at the 3-position, i.e. the residue Z in formula II, 
is an optically active, . alpha . -N-methylated . alpha . -amino acid residue 
of the (D) -configuration, possess pharmaceutical, in particular 
immunosuppressive, anti- inflammatory and anti-parasitic activity, 
Intermediate cyclosporin poly-anions having a de-protonated sarcosyl 
residue at the 3-position, e.g. polyanions of cyclosporins of formula II 
above wherein X and Y have the meanings given above and Z is -Sar-, in 
which the said residue Z is de-protonated, are also novel and part of 
the invention . 
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Cyclosporins wherein the amino acid residue at the 8-position is a 
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(D) -acyloxy- . alpha . -amino acid residue, typically of formula ##STR1## 
wherein X= — MeBmt — or --dihydro — MeBmt — , Y- — .alpha. Abu — , — Ala — , 
— Thr--, — Val — or — Nva — , Z= — Val — or — Nva — and Q-R.sub.l 
— CO--0--CH(R.sub.2)--CH(CO — ) — NH — wherein R.sub.l =H, C. sub. 1-4 alkyl 
or phenyl and R.sub.2 =H or CH.sub.3, possess immunosuppressive, 
anti-inflammatory and anti-parasitic activity. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Cyclosporins e.g. of formula II ##STR1## in which X is -MeBmt- or 

-dihydro-MeBmt- and 

Y is -.alpha. Abu-, -Thr-, -Val- or -Nva-, 

wherein the residue at the 3-position, i.e. the residue Z in formula II 
is an optically active, . alpha . -N-methylated . alpha . -amino acid residue 
of the (D) -configuration, possess pharmaceutical, in particular 
immunosuppressive, anti-inflammatory and anti-parasitic activity. 
Intermediate cyclosporin poly-anions having a de-protonated sarcosyl 
residue at the 3-position, e.g. polyanions of cyclosporins of formula I 
above wherein X and Y have the meanings given above and Z is -Sar-, in 
which the said residue Z is de-protonated, are also novel and part of 
the invention. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Cyclosporins wherein the amino acid residue at the 8-position is a 

(D) -acyloxy- . alpha. -amino acid residue, typically of formula ##STR1## 
wherein X=-MeBmt- or -dihydro-MeBmt- , Y=- . alpha .Abu-, -Ala-, -Thr-, 
-Val- or -Nva-, Z=-Val- or -Nva- and Q=R.sub.l — CO — O — CH(R. sub. 2) — 
CH(CO — ) — NH — wherein R.sub.l =H, C. sub. 1-4 alkyl or phenyl and R.sub. 
=H or CH.sub.3, possess immunosuppressive, anti-inflammatory and 
anti-parasitic activity. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Novel cyclosporins having an -Allylgly- residue in the 2-position and/or 
a -(D) -Ser- residue in the 8-position and process for their production. 
The novel cyclosporins are useful as pharmaceuticals, e.g. as 
immunosuppressive and anti-inflammatory agents. 
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